fliSiiiiSiiiliilislili 



Earopgisehss Pts-sriiarrrt 
European Patent Office 

EUROPEAN PATENT SPECIFICATION 



(45) Data of pubteto mt mention : (51 ) fnt a/; AS1 K 9/16, A61 K 9/20 

of the grant of the patent: 
08.10.2003 S^seitrs 2003/41 



(21) Application rasr 

(87) international publication number: 
{22} Date of filing: OS.M.200S WO 00/076478 (£1,12.2000 Gazstis 200091} 



(54) CONTROLLED RELEASE AUD TASTE MASKING ORAL PHARMACEUTICAL COMPOSITIONS 

GESCHMACKSMASKiERTS CRALE PHARMAZ&TRSCHE ZUSAMMENSET2UNGEN MH" 
KONTROUJ toRTER A&SA8E 

COMPOSITIONS PHAHMACEUTIQUES ADMINISTRATES PAR VOIE ORALE A LIBERATION 
CONTBOLEE f GOl 'ASQUE 





» AJANt, lUSaoro 


AT BE CH CV DS OK ES ?! PR GB GR IE ST Li LU 


Psnama Ctty (PA) 


ML PT SE 


» FOSSATI, Lorenzo 




Panama City (PA) 


(30) Priority: 14.0S.t9W IT MI931317 




03,05.2000 IT MI230G42 


(74) Repres ' -sarisls, Or. 




Stanchettl Srsceo Mlnojs S.r.S. 


: 


Via Rossini, 8 


06.03.2002 Buitetin 2002/1S 


20122 MSteno ts~) 


(73) Proprietor: Cosmo S.pA 


(S6) References cited: 


20121 Miteno (IT) 


SP-A- 0 514 OSS WO-A-SS/11 245 




WQ-A-99/17752 OE-A- 4 131 332 


(72) inventors: 


<3S-A-§35 639 US-A-5 597 844 


* VILLA, Roberts 




Panama C?iry ?PA) 


Ftemsflss: 


» PEDBANs, Massimo 


he file ii-i [ ac j j C; > r j - f sudt e 


Panama City (PA) 


afisrtrte application wras ?iie« and notlncfcctesl in «?Ss 




speciflcasjort 



Mote: Withtn nine mc-mrss ircrrs the pubticalSon of the mention of the grant of the European psssnt, any person may give 
rwhoo to -he European Psion! GPIr:;: cvojiposiiicn to i fturopeBO p. q > 3 Notee or opposition I bo ftiad oi 
a written, reasoned n- - ;! shaii I as desmod to nave boon filed until the cpposriion tree i toon paid (Arc. 
9S(1) Etrroptjon patent Convention), 



1 



EP 1 183014 B1 



2 



Description 

tpQODt ■ The present v-.^rptort relates to controlled re- 
lease and '5, i. e 
or mare sctJve - - >ca.ao t s tbres-com 
paaem mauix structure, i.e. 3 sinjciare termed by scc- 
ssive ami ' ~ matrices ; ^o f 
laiiy in-cotpcr - i mf ite 
[ s c - - "t f 
dissolution o? the active ir : gmaM;p modulates the disso- 
lution rats - the eetiae g e~ie l:t aqueous ami/or _ 
5 t 0 mgtoere >,sck-; es i 
t*-m ' : >s U c 3 a J 
ministration ci actlv-j principles Swing unfavourable 
iasie " • .'sit o; irritating action a i - mucosae 
r scirrt /in £r calarea 
£8002} TTw ocmposSjCrtS of the invention can certain 
active o n -tp c i to the therapeutical masses 

oy t Ct , L C 

quivers, antlhypahsrielves aisioteeiants and topical 
anfirofcrobiets, anliparklnsee dregs. ar.tihJsiamines one 

, ; l 3 3! 3 S Oractif 

ashy at seme areas at the gastrointestinal asci 
TgCHfMOtOSlCAL aACK SROUMD 
[0003: 

be carried 

rv --em - t "■'-« uv ir p JSi 

1 . The use of inert matricas. in which ma main com- 
pommtoflhemetrix structure opposes some - - 
aocs to Sft3 penattaiion of ice solvent cue to the 
a^a j* 1 ' m^-= ' 

being known as iipophtSia, 
P 1 he are i.l t t . , <m ^ t'-eTft * 
component of the matrix structure opposes high re- 
sistance 50 the progress of ihs solvent, in that the 
presence a' , groups r is 

chat napystetiy cinched, remarkably Increases v=s- 
C " ' i >t c c - - 1= y 

i The use oft vhtch arc ataa- 

bte- of baing raded So tins nz n =s of some oh 
oiogfosl cctrip-a.hreaat. 

nV t ens , howev- 

er, from o'c'fAiacks arid impetieoiioas 
0003 * ~ U'o , [ 

nen near. butt pe - a esse o teactivt grad 

fOOSS] pp_ 1 " c~mvic 
until 3 certain traction oi active ingredient has Seen na- 
si a t en - j s n t m linear re- 
lesss. 

50007} Beoipiosjh^ ate ideal to carry cut trie 

-i.PC .'a rr - r-t 

k t a.' t ' o v a 

eiraore. the a' v , i j_ ^ . . <- - as 



that sts net . - Jtly inert 

[00031 A t t ■* 2 s r&rt la 

pophifc irattaaes have been doscabed; Drag Dev. Ind. 
Phsrm. ^3 (6). 1001-1022. (1367; rfeioses a oroaess 

s meking os« of varying emoums el colleldai siiiosr as a 
porfestion elamoat for a lipophilic Inert raattiK ir* whteh 
the active inprsdiertt ia Incerperateri 
[QOm] The same notion of canatizstion of at? inert ma - 
tiis is iriesertbed in US 4,608,248 io whtc* a smalt 

j» amount of a i t ; pciymt a rj 'A'ttd the sub- 
stances terming an inert ma n r -r ^se 
pane; ration of different matrix matertate. 
r>c<:} iiP ,7c- 363 - " tsfor ho prep 

smtion of n " " o ^ 

is iease oi the active ingredient which comprises co-cfis- 
aolutien of polymers or stii-ebls sobsianoes io form a 
inert matrix with toe active ingredient end the subse- 
quent dapositioa of said solution on an inert carrier 
which acts, as tho core of the device. AiSerrtaiSveiy, the 

so Inert csm'e: is kneaded witfi the soiuiion oorfisiniRg the 
nsri poiyme vetng n?,. then the organic 

solvent usee fat the their dissolution is evaporated off 
o obtain soiid see. Thi ctia« is a 

"roservair 1 , i.e. is not n s ? homcgetteous 

25 ciong aii the symnalfy axis of the fsnat farm. 

£0011} Trie same ; 'raservolo : structure is aiso de- 
aceoed in Chem. ?mtm. 3aH. 46 (3). 531-533. , (1S9S; 
vjfiicb improves tt e , 

tsona.qea of the Inert polymer layer which ia deposited 

as. on the suffacs of the pallets. 

10012} DE 4131582 discloses pharmaceutical corri- 
posifiort omprisin; esc dcoi ( i st igol popMc 
cer.apcends to wnich the active agent is Irtgiohaiecl a 
siee ga>- -m-e" " at aouaeii no 

35 eta In wfttch tna. lipj^hlSSe pHsse is dispersecf. 

0013] ne Tessa/elr v r belong tha 
prcduc'so^r g 5 iasc 

lfiW093 a - - proi ass for he prep 

r c.stat f pe t on hich comprises 

- dissoiutlcr: of the active ingredient with gastro-aa- 
Ptst^thvaro^ti 5 c , , v at its; 

- drystg of said suspsnsiee; 

- subset; - - one trf 
a; " \ a a mr rx - ti c 1 v 

hen of effectiveness betwaen the two types oi ap- 
plication. 

feO'H] EP 0 453 001 discloses a muSSpattteulste with 
so os^r.ot cfr.c a c 1 rat k The 

a-a r ^-H .« u ooo„ v. i r-c 
dec e? c '"i c ^ .tn'dJ 

deoenaent membrane with the purpose oi gastric pro- 
tection and a pf -in tops ra rtiett cr lie Ttetnor.arie 
si with the purpose of slowing down the penetration of this 
aqueous tield. 

[001:5} WO SS/16451 discloses s composition only 
feirnad by a hydrophillc malrlx costers with e gastro-re- 
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s stent film for composting trie dissolution rate of tha ac- 
tive ingredient 

fOOIS} VVhsn preparing sustains*-. con-relied- 

- - 3 iv a.- vein 

- ■ 1 . - s important lo s iscra 3 con- 

trolled release from she first phases fei;ewlr;g adminis- 
tration, i.o. wren tha-rsfi mshricas fisva the max&num 
reiesse rate inside the logarithmic ptiase, r>sm*iy the 
higher deviation from linear fsissse. 
055-57 - ( C tt-,- 

9sent mys;;;am : it 3n of an am 

) k o ( - '( t - >1 < 1 L , 'c-~j 

sated with a apophiiie poiymorfn a superficial h hmoi r 
mainx. The compositions of a is irvsntton are cnaraotsr- 
izee By me afess s r ?emedh 

c-umceu 1 = 3 " s- 

doiiizod, and oy the -sot ids Eds arMpdipmitc tsysr com- 
pensate the died of affinity or the aqueous solvent wild 
t eiipepi licoc sr inert ma 

OSSCLOS UR E OF 1 SSNVEMTI ON 

[001 8} The inverstiem provides conimifcd release and 
taste mas-dag :.-;si piiarn^acs; ijiicst campnaidons con- 
taining an active mgr-edlanp o on-prising: 

a) a matrix consisting of lipophilic compounds with 
melting point lower than eo*C anci optionally by am- 

- 1*0 rg-ec: oni 

s at least a v incorporaisd; 

b) an snp'c i k f 

o) an outer hydr-aphiiie matrix In which ids lipophilic 
matrix a ad the- smphiphilie matrix are dispersed; 
■ii optionally oihet excipisnls, 

[0013] M ' « 

mnsxn < R t- o - ' 10 

orisof mere ae i i uwsig 

an inert or lipophilic matrix eof:slsdna ct CS-CdO am 
cahois or C8-G20 felly acfcfs or ssters of fatty acids 
y>tr- g!>;>mi - . x> yatehols with 
tartson atom chain not higher than six; 

- t < -> r r M 

type i or : l or glycols padialiy etharlfied with C1-C4 
aikyt champ; 

• Ripte ,i , hi c r a - t ^e rrc 
matr cos rsain > for s . escharide, demrif 
poiyalcchoi t sr - o f m hy- 

drdgels; 

op -moat axcipleota !o give stability to thy phsmna- 
oeotieel lormndidcm 

DSTAiLSt j^C, FTHE phi ENTION 

£0020| The compositions of the Invention can bo pre- 
pared t a method rm steps 



a i She active ere jlabatad by simple 

kneading or mixing in a matrix or coating c jar isting 
at come, v "C hsvirg amehiphrlic empenes which 
will be farther specified below. The active principle 
(s an bs mixed vt i the amphirph 5 ,tk ids 
without the aid of solvents or with small amounts d 
waler-aicohatic soivenls. 

b >;n r r< - ' rpo atst »3 3<s 

e r popl } e srmiJttureofeKdptisnts 
while heating to soften aad/of msit ids exdpfent it- 
self, which -hereby r t ts ids active ingrsdl- 
entby simple d 3 -sgattoomtBrtv 
pfjrature an at * r , ..d ah can be re- 



el The Inert matrix granules are oudsaaoeniiy mixed 
•■-getnei with c , v t ' ■ ewetla 

bie axciplervtE. Ths mfcttute Is then subjects to 
compression or labietanq This wsy, When die tebiai 
fa contacts with bioiogicai ilalds ; a high viscosiiy 
swoiiea layer is formed, which coofbineles the scf- 
veal molecules and aols as a ba-ries to pc no-ration 
of the aqe.aoas held itself inside the new structure. 
Sai. barrier artagen - effeci 

55 caused oy hit ^ r ii gl 

bated In wnieh is i tern in- 

side the hydrophilic matrix. 

pounds v-hc- „i- be 
•V •jsgdsccotaingtel:-- »mf ;e.poi; lipids of 

lyps t or ii (leoiBiirt, phosphatidylcholine, pncspha> 
dyie-hanoiamine).. ceramides, glycol askyi ethers such 
as diethytefts glyco < isculotf R i 
- so suns Tf 

as selected from unsaturated or hyurcgenaled alcohols or 
fslty aerda. sails, eaters or amides thereof, tatty acids 
mono-, di- or triglyceride, tea aolyedie^yietsd deriva- 
tives memo?., waxaa. e.emmidcn, ahoieatetoi debvsir-ms 
or ml era vine ting within irts mnge 

*o of do to uO a C, preferably tram 60 to ?0»C. 

[C023] t . ■ . - Cdicium salt may be in- 

co.ipciared i Ida .ipaahi-ic t > Kwhch is subsequently 
dispersed in a hyrirophiifa malax prepared with atomic 
acid, thus « ophiile matrb 

•*s /tecosity folk " irse solvent Iront until 

contact with ft odilic msirix granules -di ad in 



side. 



<vith nigh eeaien! in ac- 



{ooa-i] Ar -r 

five rneredieat. typically hum 5 to 95% wfw, is first pre- 
aa pared ay disp - ^m ^ it i 3 

ct acfh'0 ingeec-ienis la a mixture of amphlphiiic com- 
poumfe, sued ae lecithin, elder rype ii pelar lipids, 
surfactants orin dieihyie cly los-.m ether; thf 
e&jjtdng 1 " n atrix nari mixed -m s 
as ,£ja(y .-vhile hot, svail - - a i ate o 

form en tnen matrix, such as saturated or unsa-urs-sd 
fa a„ c )> o ie 

ryiic, or oleic acids or mixtures inemav wild otaer laity 
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adds with sftortsr chain, or safe or alcohols Pr risr fva- 
fives of Ihe' dt3d tatty acids, sych as none-, tin, or rrig- 
lycsrids or esters with polyethylene giycc-is, a)?m or in 
i/f i' i- waxes. "C a - cttotestsrol v r , 

3 g - c compounds 

mixtures is wfchir> she range of 40 s so dtdaC, preferabty 
from 80 ?d ?Q C C. 
(0025 i 

a a' r ' 1 tc i . "as can . .,o ri_ : incorporating 
th* nerimt rspeunds 
[0026] fha i ophiiic maths 5 reduced 

- ores a r k! i on proc 

ess, or any other kncwr prscfsses which retain the he- 
niorqensoos dapsraion and matrix saeeiyre of the stan- 

-t j;. c isiir > crjRstsis 0 c-xctptertfs 
known as bydrogeis, i.e. subtleness which when pass- 
ing from ins dry state to the hydratsd one, undergo the 
ss-«a!:ed "rnoiecaiar r;;;BJ< atio-v'. narrraiy a 'araeoaabie 
re 330 ' n.ra £ - ' \ , ' at a or 

of a largo number of water rootecutes by the polar 
groups present a the polymeria chains 0; the 3XP:pierds 
themselves,: 

[0028; > -o used ac- 

cording 10 t I 0' cornpc is - i m 
acrylic or mmhacryiic acid polymers or copolymers, 
aio,', iv 
aJxyi 

starches and derivatives, nainrai or synthetic „ ■> ai- 
ginio acid, 

t*QS2§3 Irs cess 0; taateenaaking formations, the use 
0? poiyalcchaia i as xylite!, maiiftoi and - a - - as 
rrydraphlife compounds can also Ps advantageous. 

k V",C ~ „ 0' t x . t if .1 " rr " 

poaeds cited -c, in 3 weight ratio typically ranging 

n-nn N n " - 1 i - * " c~< 
, -a- - a- 1 r v. mxs 

wbb hydrephiiic sebelanoes to r c < - comeositiaha in 
v t u v- ' > " ^ - . n o rra !s- 

xspbifc art ie hydros c mat .< aa cor pes P 
a at' t > tet cry Pica a ipsefes and/or 
miniteblets. 

[0031] The compression of the mixtions of lipophilic 
< ,> 1 a ro ui ^ 

jo1 opth no . j i' aim 1 ~et v a„eed r - 
lipophilic matrisc. yieids a aiaotoscopieaily tionionono- 
ms structure In ait its volume, namsiy 3 matrix cors'sin- 
. ' . 1 a tsd.cprs !C 
matrix, A sfmiirro rasott can aiso oe otnaineb by ccafinp 
s it a ydrophiih )ciya;er 

f0b2£| The tnbioSo ootalnabia accaraing ia the 

r- -g t oc- 

escas wilh 5 gnsrro aapisf an; ~ ( censisiing of, j ax- 
ampia, .nia!lr acrylic adds poiymors iEociragii iB y o f cot- 
Suiose derivatives, iud) » esikilose aeetbphtttalate . 



pt33) Ac cfi can oorsvertisrstiy fee 

ranmuSatab acaordiiiy to n-e invantian oomprisar 

- anaigssks, syen «s acetsfirilnoprien, phenacattrr, 
a sodinm caitcytare; 

ao hhisej'.-ss , seen as oc< 0 > ot c p t aodeiirsc 
phosphate; 

- bronebar ocatarot; 

- antipsychotic!, such as haiopefidsi, chlorpfc- 

- ^^-^Ml^L^J^^^-^^^ Eiiff "" 38 
isosorbtcc !T(£. ^a a ytaani, 

• a„oi" ' >- c t 

ii-aimo, nphaonna, orcrptenatina Sisifste; 
:s ■ caloi cr n sntatgnicfa. soch ss aifediptna, tnca- 
op" itiajsra arapan 

- ^- t . j t . i idopa, 
tevsdops; 

• fson syte j-qi j _ 5 n b : inf-smna; 0 1 y dru pa , seed as tceto- 
an prorsra iboprofao, eiKhdanan, ditianfera, piroansna 

fd, mesa u>n -■ ' ■ >• ^cir 1 ); 
anttniajajairjes, seed as tenonncine, Via 2 

- arniaarrbeaiay anfLJcl'-^^L-lnK 5 ^ 

r?s nocb aa ioporaraibo, 5-a;ainasa!icy;io, oisaiatrina, 
SifSfeiS3i>i?ine, bsidsso.ttQ's; 
" -* ■ ' 

'C a'r-amjr zep-n 
a> - grai anti diabetics , each as gdpirdrte, metformin, 
pliefte" v Mf-vSe; 

-• catnartica soch as bisacedi!. soptijm yiccsotiate; 
■ 1 socf: aa vataroata - 1 <r a o- 

phenytein. gabapentin; 
■ M • antihrn-io raia such aa fjutsmids, atopaaido; 

- nn-a , 0 _ n ~ s n.ch ss 
bo ^ ^ 1 J ancle ss 
HbQZoniom iodide, snd some amino derivativas 
such as ber.Hydam.-ne and pbicrhexibins as vvoii as 

■;p me ssita and danyatioes tharaaf: 



I0(m\ 'in© compositions of the invsnbon can further 
conteitt corsv jnts for exampie Woasfte- 

*5 stccxe. if 
anai or syntnafic ryrrrra, aoryiic add aciymsra. 
CS03SJ The naapoaitians of o a-a o can contain 
mora !ban one > n " 1 an sine; op 
donaiiyconfairteciioSt a ixorir he inert 

aa fl i o> tra a r ' i !> 1 

lets, capsatss or miaitadiols 
rC03S M r 

with water or aq nrnsbiatapan 
stfation cf ws nsic arasuf fciai iaytsr of ths 
ss rRstriss which , thanks ie ihs presence' of the aqueoussci- 
verst, swells due to the distension of the polymeric 
hairs of the h j " sigh vise 

hydrates front which prevents She former penetration of 
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the soivem itself flneatfy stowing down toe dissolution 
process to s well dstwmtoeei point which can be located 
a fhfc&nas mil ih furt srp ei a!Jon 
of water wosifc cat-so me disintegration of ids hy- 
d.'i-phiiic layer and therefore the release of the content 
which, consisting of inert matrix granuiss. however in- 
" * to T f wC - tu 

tores and il-eretors iurther slows down the dissoiution 
profile the active jngredient 

[003?] The presence o- 'lie amphiphille maid); insane 
the lipophilic matrix Inca allows to prevent arty uaavam 
i to- -< k - 1 , c ^ -m- 
t > • i j , :. pcrtio emo t o 

" i < . - j i . _ - ae ; 1 v 

iratrsn os ;he sc-lvsni: inside ilia insn msrdx. 
[0038] To obtain taste masking tablets, the cempo- 
nents of the hydropic matrix are ears-tally seisc-ed to 
rmtomtoe ths active subsumes re aso time toroagh 
penetration accelerated by ths canalization irtoaceo by 
ths hyo'rophllta compound. 

[00391 The following Examples iiiustrato the invention 
In greater detain 

EXAMPLE 1 

[0040j ' " , 

ionium bretoao are anao-d v-dla 10 g of soy toeilidn dis- 
solved in an g m G W ater • athyi slcohoi 1 :3 mixture at 
about 5Q°C. After horoogerttestion and dry-ne the gran- 
ules at tti-; resisting matrix are denied in a fcnesrfer with 
20 g of oaanfiijot h and 50 9 of ete 

ntii homogens - f s f en 00 ;> toad intc 
small grannies. The inert matrix gmnnies are leader) into 
a mixor in whics 30 g of carbepol 971 P and 85 g of 
hycifoxyarooyi ^ t . are sequentially added, 
'to r r 1 v rj> pereing 

- p . iers 80 g e - sse and S g 

oto e on,j. r v , > >> to> mi 

mixture ins mtoetosc - ato-ary weight of 700 mgOsDie;. 
lira resulting tsdiets are hineeosted 
■cphiiiaiate or pclyni-nbacryiai.es end a 
provide gastric resistance anc! prevent the early release 
3f product to the stomach. 

(0041 ones 13 cirsa 

ion test r Simula \ snU cj ice to s c 
lease of toe n pdaaipies having the n^, - proflto: 
after GO minutes an amre than 00% ; after 1 go minutes 
aa mors than 30%, niter 5 hours no more than 80%. 



EXAMPLE 2 

{0042} 50 a 1 _ , i - ty ether are 

homogeneously . a l f on £00 -3 of a ssroarysmnlne 
1 ' > ^e v a ; acted, mixing 

to complete hornagenizatlon. 'ttois anis la totohsr ahead 
with 400 g of Sudesonide, then dispersed m a Wander 
containing SOC g a" oamautre wax and toia g gf smarts 



said pratosatod at 3 temps-slurs of 60'C. After kneaalag 
for 5 minutss, {h« mum is cooled ie room temperature 
and axtrudsd in grsrsufes efaize beiow 1 mm. 
[00-13] a 1. , jsdft'ltothamai ra 

* uies preparaef as above and the fcllcnving anr-aarPs of 
hydiaptoto exciptonts: 1500 g of nydr-^yreropyl matfiyi- 
> Ju' and 500 g 0! sailaartraptou 

j.o^p^ 0 a -an 0 .d'to 2 a s 

io Of (IliSfOCr 

i v, a 6 v - a 

farthe-r S ml.aats mtxtog. ihe rni:< - a > 
w&gtot cf 260 rngdabtot. 

is EXAMPLES 

fOC-4S] t.„C )■> - ~ c-aa -5.. a 

t roa' 1 v 

ether previously a tt $u a c cf» t if 

2a 55 g cf osfnaada wax. Tae system is heated to carry out 

tha granulation of the acaive Ingredisht in m inert ma- 
i> "he n_ r 1 

11 Q g of hye . a -4 

nesium steara-s. 
as [00461 The ffnai mixiufe is tabladad to unttan/ wehgia 

0* 5 1 ?C mg/tabist equivaian! to 050 nng af atolve lagra - 

siient. 

[Oaari ape sanding tobtoto, atoan satoeciad to ato.aa- 
iafian tssi in siratilatad etoarin ioice, have shown a rs- 
M leasa ctone active principles havana Ihe fallowing profile; 
aaer SO minutes no raare than 35%, after 100 minutes 
no man? toeot 60%, after 5 hours no more than 80%. 

EXAMPLE 4 

3S 

"a' 1 ilgm b 0 - dispersed - 

"•■aTja r tdcsndlSg 
n ire y j aonoeth- 

ytone had provl-aasiy aesn artoled 
*'<? [004S1 T fa carry oaf the gram rl; 

tion of tda racfivf ng toniir hs inert mairfei ihe ta- 
saifiag 1 0 g of iomnahtlioa am added vaifh 5 g a? hydram 
a to pto ! p a' 

rmgnssium staarate and 0 g of mterocrysteiisfce csliu- 
« loss, 

[0030] n j s tc f 1 

id no grrivalaat m - igr 

eot. 

[0051] r 1 cierdtodisso- 

so jution test in simtj »' ave sfiown a re- 

ease oft 5 r v 

after 50 minutes no mare than 2500 aaer 100 minutes 
no more than 50%: afrar 5 hours no mora than ?Q%. 

[0000] 12 g to ciatoylana giycci amaaatayl other are 
Wed on i end 5 t 
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0:' caiciam carbonate, teen 1 00 g of Gabegenhn are add- 
ed ar,i5 tha trvxiure is homogenized. Atterihat, 800 g of 
GaPaaenda are atfdad which- am dispersed in a granu- 
iatorftnesder with 4 5 g at whi-o wax and 6 g of stearic 
acid. Tt 

r Vteain r 1 

31S 5 g m tarrnulsticn are adcgd with 30.5 5 a? hydrax- 
ypropyf rnet-y-ceiiu^se, 10 3 of a!g;the acid, 11 g of 
magnesium, stearate and 6 g cfsyjaid. "His final mixture 
a tabsenee tc unitary weigh! of tooo mg/tabtet squfva- 
tea-to 803 mg of active ingtstffsm. 

EXAMPLES 

[0053] 50 £ (25 5} of carbicoda and 200 3 [100 g) of 
ievocfopa are dispersed in a granulator/kneetfervsitft 80 
9 (30 g) of stst r 3 ; elicwwax. in 

which 10 n ■> - - ether hap 

previously been msitad. 

[0054] It-- > j cm j! j 

' th n r h " m w e re- 

fO g {-. 70 g; of -err . dds *itl 0 g 
1 3} of hydrratyprapyi fnemyiceiiu'ose, 10 3 (5 q) ol 
>. mii rtgjr 1 3 - <' i -a ' ' e U 
{2 g 0; ^- j- - siss-ate. 

[0055; The thai ndxaee :s iateetted to unitary weigh; 
0f400i<:00 r — ~ - ^ t 

:tio.pa and 200 0 005 mg sS tsvodopa. 

EXAMPLE? 

ry.-!?"ins ce uinse r - ~ oganeous 

mixture. 

|SSS7| The resulting mixture is eddad in a granulates? 
kne&dor wish 156 g ot a-anest; litis, £0 9 of stearin acid 
end 25 §efc i was L -. - s h&ated to carry 
"tt the gtsp ?r*l r the ~e r ' 

and amphipniffs matrix system. 
[0053] 4SS gof themssjiiing gram«sse are added with 
80 get ly > t>c 0 m-^- 

end ! 3 c ma iss dm st arats 
C:' 3 T t 1 1 ' Aieigf 

0? SCO ayy-dab-ie- eetuvslerp fo- 200 mg e! active ingredi- 
ent, 

|0CS0| Tito rosuitine tafc-islsgvvhen subjected 10 dissc- 

lease of the as five principles having the ietiowirig p-iofter. 
after 1 ht ur t n < n t 

than ' 0" after 4 gears no mom than > ne' 0 
no mors than 30%- 

EXAMPLE 8 

[9081} SCOg c? propionyl carnitine are diapersae ffi s 
g'antjiatr.-r/kr.aader with 30 9 at stsar : c fecld and 4C g of 
r.arnau&a wax, ia vvfiich 20 ct 0: dfeftiytfene giyaai rs'-a- 



naatgy! stiier harf prsviously been melted. The systersi 
"« h&ated to carry out the gtsnuietkm ot the active fngs- 
diertt in the meatopftiphilicmattfo. The resnifitrg sSo g 
o- farrntilafion m added wUrt so g of hydrcxyprcpyi 
s msthyisehtitasg md 10 g of magnesium stserats 
[00SS] r.he daal raixti::-e is taaiartad fo :;ni;ad' wtrignt 

- " ; 30 fagaadlat qi , to 500 ma of achva ingradi- 

[5)053] The trasuiiing tabtets, whan subleetad » <8sso> 
« «8pn iest if- slniuisfe -tef - os e shown a re 

aha;' 50 minutes no more than 40%, sftef 180 minutes 
no tanre than 30*^ after 4 hours no mare that- 30%, 
after a hours no mors tnsn 90%. 

EXAMPLES 

0> 64] One teg of Nirre f d - 5 M;f ate 

Stent fetor, c 0 " ">< - h \i 

» Q ! - 1 ' J " a 1 ' " 

fis tniisiurs sad d as' y adnotssandsi 3 
aa:: e rj E ;craastngtaaiparaturatcj s0oa;30%.The rasalt- 
1 X ( ^ < r ^ r " " i 

yienegiyd - 3 sta se> udeci 

hroughanrst sere ofsaaafaiesiae irsdn v. % Eh 
50 3 of hydroxypropyl methyfesfiotose, 1S2D kg 0! mat- 
•acsxtftas, 2 kg of teatcse-ttetiamss mlstars, 50 a of coi- 
loidala-aca, 40 g of aspadarne, 150 g of dttfc acid, ?s 
g of flavour and S5 g of rr-agnesiom sfssrats. The final 
mixture is tabiettad ta unitary amfgdt of sbout S00 mg, 
having hardness suitatite far being dissolved in the 
mouth nud 3 pleasant fasts. 

3$ EXAMPLE 10 

[0 S] 0 t r sfinc s i - prea J 3 sample, oftsv* 

abfsta iwtmmannita! 

spdmefgetos jtc - ■ " heresuii- 

40 ing tablets e ' a, a up n ohewktg 

ass astfer )f {rashness -tan ; se flavour 

EXAMPLE 11 

« [GC!SS] Gp loieS jut wi t 

the Mowing components; 

- acsve / mg-tOO 
Itpcppifle/inea mathx ca-mgedtant: 

55 cstyi staodoi mg 15 

- amphiphiiic rrtacrix component: 
gov secfihifs mg 9 

• hydrophilic matrix componwts: mtaM mg 
VS7 

as - nialtoefextans rag ISO 

- ne .'..I 1 r n--temi a a 
adjuvants: aspartame mg 15 

- favour mg S 



s 
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- coitaidai silica nag 5 

magrtesicm stearsta mgg 

[00871 500 mg unitary waisrit tablets are obtained, 
mi-an dergc ogressive osfon upon buccal «fcoi 
istration. and efiocCvely mask the baiter irritating tests 
of ma active ingredient. 

EXAMPUE 12 

?006$j Ope^Ung as dKmnbsitj in nvarrrpie a\ but .-, - 
the fcfiowih§ cornperssniS' 

active - * i fenac soetium mg25 
upcphi'.k!''if!8!t matrix aomponera: 
mg5 



cetyis 

- glycerol patmitosteamts rag 5 
amphipaiiic matrix coiTtpoeert: 
soy lecithin mg 7 

- hydmph - ; xyl -a S3 

- maliodextrins rog 150 

- ",'.r „ ny ~ - "i'tr- :sa mg 20 

- a - -. r '„ - m -< mg S 

- flavour mg 5 

» co'ioidsi silica f?ig 5 

- magnesium sioarats mg 6 

ti J = 40Q mg ur-ftary we-g abiota ars eb&iaetl, 
vhic niergo p; ras m upon buccal admin 

iS-tmtOa 'lift" '-,Ta rt v 

- • j ism 
EXfiMPLS IS 

[0073; Operating es described in example 3, but with 
tba fc !c v pc -■" its 

active tegrosiom: chlethexidine mg 2.5 
i^opniflaV-an metdx component: 
esiyl afcahral mg 0.5 

mg 0.5 

smphiphille matrix component; 

mg0.3 

hydrcpbiGc matrix cymponenis. xylite! mg 3 0 
maSodextrins mg 96 

tircxyp' Ticahyicsiioios mg K 
a. tn r sspaaan s nig 3 
flavour ma 5 
coiiofdai siikrs mg 2 
magnesium sts.arata map 

150 rrg an-tary weight tablets am obtained, 
which undergo pro-gtassiva erosion upon buccal adnmv 
*ti - - > oca t- , RS^ i r m L' " 
aanva p: - 



EXAMPLE 14 

[BB7S] doe Kg of NlmssuSde is placed fn a high rate 
granoiator. [ c "c 1 - to abaci 7G' ; , together i g "25 

5 electa; elcono n about min- 

utes and stirred whSe increasing temperature ro abci-t 

C tap .no serf g30 of lecithin. Tits r 
I'm il'tr:- i < seen of suitable 

s'est 1 mix kg of mi 

so i r-^tf n- 5C r c k > ^ q 

0 0 Ok t 'lj ,iv 

75 g of flavour ami 6 ■> ■ s e an 

lew 1?\ if 

haidcoas saitabie for bol.yg o'issoivad la tiae month ants 
» pleasant sete. 



1. '"or i i tNm. 
ceailot;! campbSPiaar; coraaialna sa actiys ingrgdi- 
ent, comprisicg: 

8) a matrix oc - I optailic campounds 
,< u gpoiat aw rssnSO s C i which Shi 
atriivc g t J is uica partis Hy iapiobaiad; 
b} an amphiphlsc mafrtx; 

at fix conslsbng of h> 
drogeis ir. which the lipophilic matrix and the 
amphiphiiic matrix are tfispgireed; 
«) optlonsliy otrtsr exclpiehts, 

2. Taste nasi' t \ r simecf its c iim t 
cDmpasiag a iipapiiilir v < i a r'tafriK 
aad rj nyaropiriiia matrix, in wlach ;pa iipapiaiio m 

s 'scC C?0te'fy,3C 

Ida or asiors of fatty aadas wRh giyceroi or sorbite; 

- ■ cm-x>r ! - - n't- .not 

higher than six. 

3. Ctsmpesit - t > so ma 
2 -.p. vmlcit fas amphiphiifc cornpeurtns art: pciifit li- 
pids of iypa i or il rtecrthln. ppaapbat-dyicnoilae.. 
pOosphaiidyietriaaoiarainc), ceraiTldss. giycoiafkyi 

> 3 ra ; - i , 1 v gi 

ceis ar ciiethyiaaa g'ysois, 

4. Compositions as oia-med In c&im 1 or 2, in which 
iaa lipophilic mairlK soiisiais o? cc-rr.pounci aoiocted 

^ iron? aacataraiaO or nydrccoriafaci akarnoia or la fry 
acJfc o - e 

tPgiycarlcfs at fatty aclds : the pa : yoihaxy;afed deriv- 
atives thereof, wax f arc Osrivatlves. 

5* S. Compositions as claimed in any am of She above 
ciaims, >r a ; ^ o-" o 

hydrogsi-formtng expounds. 
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Compositions as csaimeo 1 in claim 5 a witioh the by- 
#oph8fc mstnx consists of compound seieciod 
f mfecr a cr ramhaoryl ci - - c oopo!- 

- i- =s. - 1 x r ~> r=- £ 

.' s stare as and o 5 - scid nai 
syntfi 1 ; gt rss polys o: 1 — - 



sny = 



a of the at 



Gf-sdim&cksmssk'serte crate phgrrnateutttchs Zi:- 
sasmnd oinra-^ akiivan B-as'am 



8. Compos s 1 ft ctesm 7. in wrtcf ttg 
gastro-resistam costing consists at metbscryba ac 

9. Compositions as claimed St any oris of the above 
ClSTlS. in V, ^ o < active ingre^er; <*> svaoiiy so;i- 
Sainsd is 1 i<= lipophilic HmpaipsCa m&tix, in the form 
of jabtess, cspsuiss or minitsbi&is. 

10. Composidons as cfa'RTseiJ in any ens of claims 1 lo 
9 irvv^ ;m h e ,o - ^ v - r 
ids hyd-ogtsifc matrix end in tha iipophiiic/sm- 
phiphtlic matrix, in the term ai iabiets. capsuiss or 

11. Compositions as claimed in any ono of the abesvs 
claims, in whic c o - - i 

• - - ~ i . - , ansapaslca, anlitaosives, 

f ' - owe o ' i; on so 
tagofsisis. calcium an-agonists, anlipsrkiRson 
drags nor;- steroidal i drjqs. I 



i Schmatepunfct 



oledrigerais 80=0, in der d- 
niinaostans ieCa-ejse irsgiobai'i 

a) eina ampmphsl-3 Malabo 

a) sine aydmphifo AufJenmatrix. assammonga- 
seti'ians Hyo'foaaiea, i Percas p- 1 *-i x 
jnsdfeamp . erglet; sted 

d) cegabanoniaiis andere Exaipi a otters 

2. Geschrracksmaskierta Zubensitungen n»ch An- 

c&s ifcoplvls t x 
CB-C20-F-'ei.t$aure Est - ^ f ettstotm mit 
Qfyasrin Oder So-bit odsr andaren Peiyelkohoien 
ft i u a 

s-immengesstzt iSL 

3. Zasanansnso-anngar; nach Artspruch 1 odsr An- 
sprach 2, waits d s 

Safe Lipids das Typo i odor [I (Lecstftifi, Pbosphaib 



sristori&s sp.ss* C 8 8f» once! 

ica r oaiharaisaan:iapi;a;;iii>;y topics; M-timicroblt-is. 

12. Compositions as claimed is cisim 10. in wAck She 
active, iagrariioai is ssi^jted from msseiazirsa 
( £ aminos " in: 
iyfcnitim bro;«id« ; cabaperiiin, cafbidope, 

and dinlbrste, naproxsn, ibupfoteu. kstcprofsrs, di- 
ciofsn-:sc. tiataprophenk: acid, nlfnesi.*cte, cWorhex- 
tjtse Ptir^vti ~ 1 I s '-r ( ' ~ 

isiiurrs chiorida, der.saikoniuia chforfde, sodium f;st- 
crlde. 

13, Compos ttt aimed he sbev 



i. Pharmaceutics- compositions as ctaimsd in Pie 
afaavo ciaims. in iha form of taPieis chewsbis or 
e r:r? it 1 ,.' , - - r-cio-e 

s stroi linai trac 



ihyiefspyixien .;;dsr !)ii:ihy:oapiyimioa aiad 

Zusammassttonpen nsch Aaspruct; 1 odor An- 
„c i r; v"c x rs t imr Ve 

&inciu<nc ^jsc' 

f "1 "( *ts c .^- 

ren,S la ^ < v mo- 05- 

oder Trigiyceriden von Ft >xy8< 
!SB Dferfvaien dsvon, Wachsen, Crroissterindsriva- 
Sen. 

Zaa-amrr^ansetzanoor: oaoa oiaam dor obipsn Aa- 
s-f no . ,< a =t,_ic a . ; f "> O ,o > - ^ 
b deoden Vrn 1 i - aenaasei2t is 

Zasamroanseiais-gsn soch Aaspmch b. wooai dis 
[i 3 > iuSt'rfi'pef ge- 

setzt ;si r aascewahiiL aos Acryb ooof Piefriacryisaa- 
s i " 1 , iyme 
: a; i uio so ,. Car ooxy ai kyic of I afos a . 
m, Oexifirj&rs, P& 3i§rk 

j, rsasuriichem odor syni'nsti- 
ilkoriCfisn. 



?. i; as ansa -onsBiz unpen rsaah e 



:b;gon A 
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s ; um;a e isle ie^fbs' 



gsss org - sit, @poSy 

merer, oaer CalMosaPerlvatss ^jaamrrw^este 



3. Z'.S.a-VT.srkH' 4 ".'Oh as;em 0 0 q-» An- 
u-v 1. ass ;t , I c 'i 

dsr iipaphifa;] £:rpprfiphii»f! kMnx eaibaiSen sp, :n 
Foot ven TabteUen, Kapseib otter Wlnftabtetam. 

V <.J5,TT C % USb? 1 

bis 5. vreaei derardws Bestaadte;; sav-obs in cisrny- 
dropaiier: blatrk; als aueb in dsr iipuch^ert/arnphf- 
philen Matrix dispersed 1st in Fann von Tsbletien. 



11. Zu: 



C ^ C Oil J 



1 Kiassa 



2-Arrfagonisters " a ( AniaPat- 

kinson-A 2' ■ i - • ^rr am » -"T™a- 
tOTiSChW Amt 

f'he fca - >'' r 1 mat iscban VI, 

tain, Spssirralytika, Anxiolytics, orals.) Arrildiabs!,'- 
ka, Abf2h?m!Keln, Antiepiic-piika, topisohen sntiml- 
kmbloiien Mills!?, gshort. 

na * tv be 

skbve gs 

~ . v. - M-t*ewni Ob- 

tykm mbrorrdc agbt pent:r, C roicfcpa, N<mesu 
ssri, 0 apery la- ^ >^ tmd drt rat, 

Naproxen, -buprafsrs, Kstoefofam.DfctofcnscJhia- 

^ I erv-t - Nimewfitf, >'-J Bsmyda- 
mw, m&zontetodfet. Cetyipyridiniumchsofio", Berv 
xatkoriiamcbarid, Natrksmlluorid 

iU'j.iie t j 3o ^ s, obigcn 4a- 
spd she, f 1 - jesufcstenstsn 

14. Pharmaz . " ' nacr 0 

nem bar o i i Form van kaubsre 

TaWsnen cdsf von Tji&ietten, die in dsr bukfcateft 
He be oda n sreten "at das g< esimes i ten 
Irakis aradierhsrslnri. 
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iss svsc un pcipi da fusion snf&iiwr 6 90°C 

darclBQv " - t -1-, 

(feifemem engsobs ; 

a) une msirice arr^hsphMe ; 

c)une(t?atfise by t s ensure constitute 

dnydragms darss isqusite sa manioc spopttite st 

lamfttifc stes 

ad everdusiiernent cf'eutres exciplents. 

3. arm 1- m -Q.e 'ft 

1 compreaant une its upiiife une matrice 
ampbipbiteg ehit&.dansiesqtisl- 
ies la mair&e kpopfkte es; cansii-ute de (Cs~C 3S i 
aicaoisou ds ;C,'G zr bacides gras ou estsrs d'aci- 
o qtiii, « j,c, 

poiyois avac une cba^s d'atorrtas be carbons non 
ra a ;ki 

3. Corr>,pnsib;irss srknr idine puEionnqiis cas; reveniS- 
aaiions * a S darts fesque-ias !es composes ampbl- 
phiies sofit des ipibes poiairas be type 1 cu H 



ecl, das aaisrs d'adbaa gras avac dea Dciya-hykk 
rssgtycois ou das dSthyfenes^cote. 



4. Compositions sabn ta rovendfcaiion 1 ou 2, dans 
lesouekes is mafaoe iipopbite est ocssikabe d'un 
compose obos p t 1 ' j h< 

5? dropbaes ou iss acides gtss ; se!s, astsrs ou anbbas 
cfn coux-a, fes moro . b, eutr • . :■. . t 
gras , las dsrivas pdye^oxyies da osux-ci, >ss cires, 
iaa bsavas ba cr>0!eaidroi 

as 5. Compositions ssior I'arse qnotconque des reveodi- 
callons precebeatss, bans iesaueiiss ;a msirioe by- 
dropsiite p.t .-1 ^ :c 0 '■'.-•„ „<;a 

hydiiogsfe. 

*> 6.. Composltiom seion ia tevendtcatton 5 dsns fes- 
c -\ FMr t ' ' 

d'scide scfyilqu« oo m&haciyHqus, fas polymferes 
kj - caa 

boKya;k; r s es : das tes dextt 

es espa nc - <. <J, r 

gs^a„ iesg m syrstbsStiquss, las 

poiyots. 

ss 7. -i-t o -.a-,, z 

oaiions prtef denies, oompreoant an anrouaga 



Caatpa&ttiona pr'.Rrrt'aaettbpi.'.as arirrinisdsDies pa;' 
vote era a b east maaqug ss 

caster gradient vac 

a) ana matrice eanstitaea decornposbs ifpophi- 



Compositions ssion la ravsadicstiOtt ?, aans ;as- 
qseliea i'ertEaiaape passo-rasisiai-; csi coas-sse cte 
puiym&res tfsclde msthscr/iiqaa ou do t&rivte be 
cofolose. 
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§. Composites seten Tuns <ju8?conq«s ttes revindi- 
cates pr&slctersies. dans iesqueiitjs [Ingredient 
acBf sst sfti&rsrosmt contenu dares fa matrita iipo- 
se is ? _ "io ds camp: 1mSs de 
capsules c;s nvnccrnpnmes. ; 5 

cations 1 3 t - t 

disperse » t inis dans Is msSrice nydrapMs etdans 
to metrics iipopjiSlsfempri^hlte, sous ' : c fnK . &a sorp- ^ 
primes, de capsules ou ds rnifilcompilmes. 

i'ljf ' >; r> 

cafion.s OKSiddsntss. dans isscus-k's "ingredient 

c nU ones * ?s 

an«;gsstauss : anlllessii's, brencdodteisSo^-s, an;;- 
ps/cnaaquea r s ddisgc-ns 

ies l'Swu-i, anilpaiSdnEonlenS; &rdlndarr;m;sioi- 
r — 'fv „ t d - -s-H i ' 

S 3!tfi!l SSS liSiJX 8f ST3» 1 SO 

iques araux har 
tq.es ^T;p c h rs u 

12. Compositions seion la rsvendica-lcn 10, aans ies- 

0 I t -<- im M ; - - w 2S 

zsne (adds S-airiinosalicyisqiJS), Is bdd&sonids, la 
metformtot f b m. ia ga&apemi 

rse, ia c&ftsidops, h nSro4w*te, sa prapionyicsmiii- 
ne.. a ^".-nc- e! -J.nltra-s c'liosorb-ds. ie naproxfeiis, 
liftujjratene, is K&oprafene, Is dlalcfsnac. Pacfcte as 
rhiaproidnicus. is fsirossuikls, ia sNorhexidine, ia 
benzyd^jfts, Fissure ds ifefewtum, is chicfUfs m 
cdjytpyridiriii-rrt, !e chiorute ds- dan ;a;ka rite, le 
fiuorure ds sodium 

ss 

13, Compositions seion Tune quefccncps das revendi- 
colons cf<ses-c;emss, nontenant dss substances 

^ C: v tii f f runs qeet- *s 

cnnpsja des nsvssd;c;d:cns precbrisnles. soys far- 
ma de coprimes craquabies cu Srotiabtes dans In 
v c 1 s & c af~ a r " s : .•• actus 

gastrcinlsstsfiai. 
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